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DETAILED ACTION 

Receipt of rennarl<s dated 12-18-08is acl<nowledged. 

Claims 36, 38, 41-43, 46 and 48 are pending in tlie application. 

1 . The following rejections have been maintained : 

Claim Rejections - 35 USC § 103 

2. The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. 

3. Claims 36, 38, 41-43, 46 and 48 are rejected under 35 U.S.C. 1 03(a) as being 
unpatentable over US 6,682,747 to Turck et al (747) as evidenced by Univar (Product 
sheet) or unpatentable over US 5,1 12,604 ('604) in view of '747 patent to Turck as 
evidenced by Univar (Product sheet). 

4. Turck teaches a process for preparing oral liquid preparation of a 
pharmaceutical substance comprising a pharmaceutically active such as an NSAID, 
stabilized by the addition of a highly dispersed silicon dioxide (abstract, col. 1 , L 55-59 
and lines bridging col. 2-3). The specific surface area of silicon dioxide is given col. 3, L 
25-29 and the amount of silicon dioxide ranges from 0.1% to 5% by weight (col. 4, L 13- 
16) and for the active agent see col. 4, L 24-28. In particular, Turck states surface area 
in the range of 100-400 mg^/g and mentions AEROSIL 200. While Turck fails to teach 
the particle size of highly dispersed colloidal silicon dioxide, the product sheet of Univar 
(Product sheet) shows that the surface area of colloidal silicon dioxide particles in the 
range of 100 or 90 mg^/g has particles in nanometer size range. Thus, the amount of 
silicon dioxide and its particle size taught by Turck are within the claimed percentages 
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of silicon dioxide. For tlie claimed active agents, Turck teaches NSAIDs that meet the 
claimed analgesics and also antirheumatoid agents (col. 6, L 34-35). Turck also teaches 
that NSAID, meloxicam, exhibits pH-dependent solubility and requires an aqueous 
buffer system (col. 5, L 60-67) and suggests an aqueous buffer system as a suitable 
dispersion medium for the liquid oral suspension (col. 6, L 4-8; L 56-64). With respect to 
the preparation of the composition, Turck teaches (example in col. 9) including citric 
acid monohydrate in the buffering system. While Turck fails to teach the amount of citric 
acid and water in the claimed amounts, it would have been obvious for one of an 
ordinary skill in the art at time of the instant invention was made to employ suitable 
amounts of the above two components with an expectation to obtain an optimal 
aqueous buffer system so as to achieve the desired solubility of the drug because Turck 
teaches aqueous buffer system for solubilizing NSAID. The limitation that the mixture 
forms a gel-like mixture upon contact with a mucosal surface is an intended use and 
further, Turck teaches all of the claimed components and therefore the burden is shifted 
to applicants to show that the gel formation does not occur with the composition of 
Turck. 

Alternatively,'604 teaches oral, aqueous suspension formulations comprising a 
drug, a wetting agent, a hydrocolloid gum, colloidal silicon dioxide, antifoaming agent, 
citric acid, water and other components (col. 1 , lines 40-57 and tables 1 and 2). With 
respect to the drug, '604 teach addition of anti-tussive, anti-inflammatory, bronchodilator 
etc (col. 3, lines 47- 56), similar to those claimed in the instant. '604 teach the same 
amount of citric acid that falls within the instant claimed range (tables). With respect to 
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the size of colloidal silicon particles, while '604 do not mention the particle size, the 
reference teaches "colloidal" silicon dioxide which by definition has a particle size in the 
range of nanometers (admitted on page 4, lines 29-36 of instant specification). 
However, '604 also desired colloidal silica and teach Aerosil 200 and according to the 
product description of Univar (Product sheet), the particle size is in the nanometer 
range. '604 teach oral suspension that read on the claimed method of administering a 
medicament by swallowing the composition. '604 fail to specify the amount of water in 
the composition. However, both the examples of '604 recite ingredients that include 
water in the simple syrup preparation (col. 6, lines 14-20 and claim 1). Accordingly, 
absent unexpected advantage with the claimed high amounts of water, it would have 
been obvious for one of an ordinary skill in the art at the time of the instant invention 
was made to include the appropriate amount of water to prepare an oral aqueous liquid 
composition of desired viscosity. '604 teach up to 2% silicon dioxide and not 3% -20% 
(claim 36 and 42) or 3% to 15% (claims 38). 

5. Turck, discussed above, an oral liquid preparation of a pharmaceutical substance 
comprising a pharmaceutically active such as an NSAID, stabilized by the addition of a 
highly dispersed silicon dioxide (abstract, col. 1, L 55-59 and lines bridging col. 2-3). 
The specific surface area of silicon dioxide is given col. 3, L 25-29 and the amount of 
silicon dioxide ranges from 0.1% to 5% by weight (col. 4, L 13-16) and for the active 
agent see col. 4, L 24-28. Thus, the amount of silicon dioxide taught by Turck overlaps 
with the claimed percentages of silicon dioxide. Turck teaches that the addition of a 
highly dispersed colloidal silicon dioxide in the disclosed amounts stabilizes the 
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composition witliout increasing tlie viscosity and retains tlie ability to reconstitute 
witliout causing a gel like substance (col. 3, L 1-27 and col. 8, L 58-67). Thus, both 
Turck and '604 desire a stable oral aqueous suspension without too much viscosity and 
Turck teaches that small amounts of silicon dioxide (colloidal) achieves the same. 
Accordingly, it would have been obvious for one of an ordinary skill in the art at the time 
of the instant invention was made to include colloidal silicon dioxide in amount ranging 
between 0.1-5% by weight of the composition with an expectation to stabilize the 
composition without forming a gel like substance. 

6. Applicants argue - "in the specification at page 7, beginning at line 10, the term 
"gel" describes the substance resulting from the combination of mucin/saliva mixture 
and the formulation of the present invention. Beaurline does not disclose, suggest or 
provide motivation or expectation of success for a composition that would form a gel-like 
mixture upon contact with a mucosal surface as recited in the present Claims. The 
objective of Beaurline is to create a stable suspension, not to create a gel-like mixture 
upon contact with a mucosal surface and thus Beaurline provides no motivation for, or 
expectation of success in, creating a liquid aqueous mucoretentive composition that 
forms a gel-like mixture upon contact with a mucosal surface." While it is noted that 
neither of the patents (Turck or '604) patents teach the ability to form gel, the property is 
an intended use and further the compositions disclosed by the patents render the 
instant claims obvious and hence the ability to form a gel upon contact with mucosal 
surface. This is further substantiated by applicants' own statement that the term "gel" 
describes the substance resulting from the combination of mucin/saliva mixture and the 
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present formulation. Because tlie composition of Turcl< or Turcl< and '604 renders tlie 
instant formulation obvious, the resulting formulation from the above teachings does 
result in a gel upon interacting with mucin/saliva. 



Response to Arguments 

7. Applicant's arguments filed 12-18-08 have been fully considered but they are not 
persuasive. 

8. The Applicants respectfully traverse the rejection and submit that the Examiner 
has not established a prima facie case of obviousness. Applicants argue that the 
suspension of Turck has a particular structure that does not lead to any gel-like 
thickening of the dispersion medium, but rather produces a low viscosity pourable 
suspension, and that the suspension also contains from about 0.05% - 2% of water 
soluble cellulose ether. It is argued that Turck fails to disclose, teach or suggest the total 
amount of water in the composition, or effect or benefit there of, and also does not 
disclose, teach or suggest citric acid or any amount thereof. Thus, it is argued that 
contrary to the Examiner's assertion, Turck does not disclose or teach all of the Claimed 
components. With respect to the examiner's assertion that applicants must provide 
evidence that the composition of Turck does not gel, applicants argue that the evidence 
sought by the Examiner is found in Turck itself. At column 3, lines 61-64, Turck 
describes that the particular siliod structure described "does not lead to any gel-like 
thickening of the dispersion medium but rather produces a low viscosity pourable 
suspension". Thus, applicants conclude that Turck not only does not disclose gel 



Application/Control Number: 09/361 ,542 Page 7 

Art Unit: 1611 

formation but Turcl< specifically and explicitly teaches away from any formation of a gel, 
and teaches that the compositions described therein do not and would not form gels. 
Therefore, one of skill in Page 4 of 7 art would be explicitly led away from forming a gel 
and any desirability, use or expectation of success for forming or using such a gel 
because Turck specifically directs those of skill in the art away from forming an gel, or 
having any gel-like thickening of the composition. 

Applicants' arguments are not persuasive because instant claims require that the 
composition forms a gel-like mixture upon contact with a mucosal surface i.e., the 
composition is not in the form of a gel before and more so it can exist as a low viscosity 
composition taught by Turck. Hence the argument that Turck teaches the composition 
of low viscosity is moot. The argument that the composition of Turck do not form a gel- 
like (emphasis added) mixture is not persuasive because neither applicants provided 
any evidence as to why the same components that are also claimed in the instant fail to 
result in gel-like consistency, nor applicants showed how presence of other components 
of Turck affect the claimed property. The arguments of counsel cannot take the place of 
factually supported objective evidence. See, e.g.. In re Huang, 100 F.3d 135, 139-40, 
40 USPQ2d 1685, 1689 (Fed. Cir. 1996); In re De Blauwe, 736 F.2d 699, 705, 222 
USPQ 191, 196 (Fed. Cir. 1984). Further, instant limitation states "forms a gel-like upon 
contact with mucosal membranes", which implies that the composition is not necessarily 
gel. The argument that Turck specifically and explicitly teaches away from any 
formation of a gel is not persuasive because instant composition is also not in the form 
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of a gel before contacting tlie mucosal membrane/surface. Turck no where states that it 
should not form gel upon contacting mucosal membrane. 

With respect to the argument that Turck lacks water and citric acid, Turck clearly 
teaches that the dispersion medium of liquid oral suspension is an aqueous buffer 
system and contains sodium dihydrogen phosphate and citric acid monohydrate buffer 
(see col. 6, L 56-64). 

Applicants argue that Beaurline discloses a maximum of 2% silicon dioxide wit a 
desire to create an aqueous pharmaceutical suspension that maintains the medicament 
in suspension for a prolonged period of time without shaking. It is argued that Beaurline 
does not disclose, teach, suggest or provide any motivation or expectation of success 
for creating or forming a gel and fails to provide any need or motivation for adding 
greater amounts of silicon dioxide, or for creating a gel. 

Applicants' arguments are not persuasive for the reasons mentioned above and 
reiterated here. Instant claims do not require a gel and instead a liquid composition, 
admittedly taught by Turck and Beaurline. Applicants themselves admit that a gel, even 
as defined in the present specification, cited by the Examiner, is a substance and/or 
property of a substance. Accordingly, if the formation of a gel or gel-like substance is a 
property of the instant composition, then the same components taught by the prior art 
references should result in the gel or gel-like substance. Further, the argument 
regarding Beaurline is not persuasive because the rejection is not made over this 
reference alone and instead in combination with Turck, who teaches the instant silicon 
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dioxide in tlie same amounts and also particle sizes that are claimed in the instant 
invention. 

With respect to the unexpected results applicants have not provided any 
comparative evidence to show that instant composition is superior over that taught by 
Turck or a combination of Beaurline and Turck and that the prior art composition does 
not result in a gel upon contact with mucosal surfaces. 

Conclusion 

9. THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 
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Any inquiry concerning tliis comnnunication or earlier comnnunications from tlie 
examiner sliould be directed to Lal<slimi S. Cliannavajjala wliose teleplione number is 
571-272-0591 . The examiner can normally be reached on 9.00 AM -5.30 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sharmila G. Landau can be reached on 571-272-0614. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Lakshmi S Channavajjala/ 
Primary Examiner, 
Art Unit 1611 
June 10, 2009 



